type with reduced cdc42 activity in FA lymphoblasts. However, others previously showed that latent Epstein-Barr virus (EBV) membrane protein 1 activates cdc42 through a mechanism that mimics tumor necrosis factor ␣ activity. 6 Could discrepant cdc42 activity be related to differential responses by FA cells to EBV immortalization? Cell type-specific effects of cdc42 inactivation not only impact adhesion, but also promote cell-cycle acceleration as well as increases in progenitor frequency and clonogenicity. 7 How can this be reconciled with the FA-specific G 2 arrest, reduced colony formation, and poor progenitor mobilization? 3, 8 It is tempting to conclude that defective adhesion of FA WBM cells and decreased cdc42 activity in FA lymphoblasts imply deficient homing. A systematic, cell type-specific analysis may yet reveal such deficiencies, but the data by Zhang do not provide specific evidence for defective homing, nor a direct correlation with cdc42 activity in FA-HSC. By contrast, regulation of CXCR4 in enriched progenitors from Fancc Ϫ/Ϫ mice appears intact and, if confirmed in patient cells, could be therapeutically exploited to offset repopulation deficits. 5, 8 Much like an appreciation of FA protein involvement in DNA repair has produced general insight into molecular mechanisms of cancer, a nuanced evaluation of HSC deficiencies stands to yield broadly applicable gains in understanding hematopoietic failure. 
and whole bone marrow (WBM) cells from C57Bl/6 strain mice. Assay carried out as described. 5 Briefly, cells were harvested from Fancc ϩ/ϩ and Fancc Ϫ/Ϫ (not shown) animals, samples were depleted of red cells by hemolysis and lineage-depleted using an Easy Sep Mouse Hematopoietic Progenitor Cell Enrichment kit (StemCell Technologies, Vancouver, BC) according to the manufacturer's instructions. Samples were stained with antibodies (fluorescein isothiocyanate [FITC] label) directed against surface CXCR4 epitopes or IgG (FITC; all BD Biosciences, San Jose, CA). Expression was analyzed using a FACSCalibur (BD Biosciences) and data were processed using FlowJo software (TreeStar, Ashland, OR). (B) Cell-matrix adhesion by WBM progenitors from Fancc Ϫ/Ϫ and wild-type animals. The assay was performed using lineage-depleted progenitor cells generated as outlined above and was otherwise performed exactly as described by Zhang 
